Error Estimates for Free Energies of Binding. To assess the noise and convergence level of the computed free energies of binding (DGbind) obtained by the MM-GBSA method, 1, 2 autocorrelation functions (ACFs) and block-averaged standard error of the mean (BASEM) analysis were employed. 3, 4 For a given time series, errors estimated using BASEM is preferred over standard deviations provided that the data is relatively uncorrelated. 4 We have previously used this technique to estimate errors in DGbind computed by the MM-GBSA method for HIV gp41 and HER2. 5, 6 For the present study, Figure S1 shows that the ACFs for almost all of the MM-GBSA energies across the 64 independent trajectories (4 replicas for each of the 16 enantiomers in the STK series) drop quickly, and by a 1000 ps (1 ns) lag time the data is weakly correlated (10.78%) as summarized in Table S1 . In this work, free energy data was recorded every 5 ps .50 a DGbind values recorded every 5 ps which corresponds to one frame over 20 ns of production time (4000 frames total). b ACF in % of correlated data (each value averaged over 4 simulations). c BASEM energies in kcal/mol (values averaged as square root of the sum of the squares).
